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Dear Harold, 

I a m  s o r r y  t h a t  t h e r e  has  been a de lay  i n  answering your le t ter  
bu t  I have been g e t t i n g  advice  from va r ious  people he re .  We were a l l  
i n t e r e s t e d  t o  read your g ran t  proposal .  From what you say,  t h i s  i s  
mainly your submission t o  raise funds f o r  a fe l lowship ,  and t h a t  your 
p l ans  are s t i l l  f a i r l y  e las t ic .  

Taking t h e  va r ious  proposa ls  i n  order :  
1. I a m  a f r a i d  t h a t  w e  would n o t  be  happy about  work on t h e  

gene t i c  o rgan i sa t ion  of h e p a t i t i s  B v i r u s .  F i r s t ,  t h e r e  are ques t ions  
about t h e  s a f e t y  of work wi th  t h i s  v i r u s  even us ing  v i r a l  DNA. 
important ,  however, work on t h i s  v i r u s  would no t  be p a r t i c u l a r l y  i n  ou r  
i n t e r e s t .  No one else i s  working w i t h  it he re  bu t  t h e r e  i s  a very  active 
group a t  t h e  London School of Hygiene and Tropica l  Medicine, a l s o  i n  
c e n t r a l  London. W e  t h ink ,  t h a t  were you t o  work w i t h  t h i s  agent ,  i t  
would b e  b e t t e r  t o  do i t  wi th  them. 

More 

2. The c h a r a c t e r i z a t i o n  of i n t e g r a t i o n  si tes of RNA tumour v i r u s  
DNA does p re sen t  t roub le s  wi th  ou r  s a f e t y  r e g u l a t i o n s  and i n  p a r t i c u l a r  
w i th  t h e  Genet ic  Manipulation Advisory Group (GMAG). 
c loning  ( r e l a t i v e l y )  unpur i f ied  animal c e l l  DNA, we  are s u r e  t h a t  t h i s  
would come a t  least i n t o  Category 3 .  I f  an i n t e g r a t e d  sarc genome w a s  
p re sen t  i n  t h e  ce l l s ,  i t  would be r a i s e d  p r e t t y  c e r t a i n l y  t o  Category 4 ,  
and Category 4 w i l l  no t  be  p o s s i b l e  he re  under any account.  The absence 
of a sarc gene would obviously make i t  more d i f f i c u l t ,  though John Wyke 
th inks  i t  might be  done w i t h  RAV(0). But even i f  it were p o s s i b l e ,  and 
even tua l ly  was c l a s sed  by GMAG as Category 3 ,  it  would have t o  be  a s ses sed  
l o c a l l y  f o r  p r i o r i t y  i n  our  l i m i t e d  biohazard l abora to ry ,  a g a i n s t  o t h e r  
competi tors .  No one he re  ( inc lud ing  Mike) i s  p a r t i c u l a r l y  keen t o  a c t  
as t h e  sponsor f o r  t h i s  p a r t i c u l a r  p r o j e c t ,  p a r t l y  f o r  t h a t  reason.  

Since you would b e  

3 .  The genera t ion  of new d e l e t i o n  mutants of av ian  RNA tumour 
v i r u s e s  p r e s e n t s  no d i f f i c u l t i e s .  
r e s e a r c h  programme s i n c e  i t  would f i t  i n  t o  t h e  i n t e r e s t s  bo th  of John Wyke 
and Mike F r i ed .  What we sugges t ,  t h e r e f o r e ,  i s  t h a t  you p l a n  i n i t i a l l y  t o  
concen t r a t e  on t h i s  problem. 
c u l t u r e  f a c i l i t i e s  and a base ,  whi le  t h e  r e s t r i c t i o n  enzyme a n a l y s i s  could b e  
done i n  c o l l a b o r a t i o n  wi th  Mike F r i ed .  

Indeed, i t  would be a very  welcome 

John Wyke says  t h a t  he could g ive  you t i s s u e  
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It is  p o s s i b l e  t h a t  you may f i n d  this i s  too c l o s e  t o  t h e  RNA 
v i r u s  f i e l d  and t h a t  you would l i k e  t o  be based e n t i r e l y  i n  t h e  DNA group 
of l a b o r a t o r i e s .  
o r  one of t h e  o t h e r s  and set t le  on a problem which is much more d i r e c t l y  
r e l a t e d  t o  t h e  on- going work i n  those  l a b o r a t o r i e s .  

I f  so, i t  would r e a l l y  be  b e s t  t o  consu l t  w i th  Mike F r i e d  

On t h e  matter of housing, I w i l l  l e t  m e  o f f i c e  know about  your needs 
and they w i l l  keep an eye ou t .  
agency mechanism here .  
qu ick ly  a f t e r  they arrive. 
a n o t i c e  i n  "Nature" about t h e  p o s s i b i l i t y  of exchange. 

But I a m  a f r a i d  w e  do no t  have a housing 
Most of ou r  American v i s i t o r s  g e t  s e t t l e d  f a i r l y  

I do wonder, however, whether you might n o t  p u t  

We are a l l  looking  forward t o  see ing  you. A l l  t h e  best .  

Yours s i n c e r e l y ,  

P.S. - 
On t h e  d e l e t i o n  mutants,  you should c o n s u l t  Robin Weiss 
as w e l l  as John Wyke because Eric  Humphries, who works 
w i t h  Robin b u t  w i l l  have l e f t  when you come, has  been 
doing something on these  l i n e s .  


